ACTIVATED polymorphonuclear leucocytes, which are accumulated in inflammatory lesions of inflammatory bowel disease, produce tissue destructive, oxygen derived free radicals and other inflammatory mediators. The PMN superoxide production elicited by formyl-methionyl-leucyl-phenylalanine or the complement split product 5a were compared in IBD and healthy volunteers. Significantly reduced superoxide production was found in PMNs from patients with Crohn's disease as compared to normal controls, when fMLP or CSa were used as stimulants (p < 0.001 and p < 0.01, respectively), whereas no differences were found when ulcerative colitis patients were compared to normal controls (p > 0.05). The enhanced oxygen derived free radical production previously reported in active IBD, and especially in CD intestinal lesions, may either be due to an accumulation of productive phagocytes or to a change of the inflammatory profile of these cells when migrating into intestinal lesions, possibly due to interaction with other mediators (e.g. adhesion molecules and interleukins).
Introduction
Neutrophils and macrophages are prominent in the inflamed bowel wall of patients with ulcerative colitis (UC) and Crohn's disease (CD), and it has been suggested that these phagocytes play a predominant role in the progression of tissue damage at inflammatory sites." They produce a diversity of pro-inflammatory mediators, including the reactive oxygen species superoxide, hydrogen peroxide, hypochlorus acid and hydroxyl radicals.
Neutrophils and macrophages migrating into the tissues originate from the circulating pool of these cells. It has been hypothesized that the cause of inflammatory bowel disease (IBD) may be related to an inherent defective function of these circulating leukocytes, 2 (Fig. 1A) . The corresponding values obtained with C5a were 7.1 (2.5-15.4), 5 .3 (0.1-11.7) (N.S.) and 3.7 (0.2-9.9) (p< 0.01), respectively (Fig. 1B) . Superoxide production was significantly impaired in the CD PMNs when comparing the three groups by a one-way variance analysis (p < 0.03 and p < 0.02 for fMLP and C5a, respectively).
When IBD patients were divided in accordance with their disease, no statistically significant correlation was found (Fig. 2) .
Discussion
Formyl peptides, of which fMLP is a major component, are the major chemotactic factor produced by E. coli. 14 25, 27 Further, the content of superoxide dismutase in PMNs, a cytoprotective enzyme, was also markedly diminished in both CD and UC, whereas the concentration of neutrophil elastase, a neutral protease, was normal. 25 The present study is the first to investigate superoxide production in IBD patients who did not take any drugs. 5-aminosalicylic acid (mesalazine) and glucocorticoids may both influence PMN production of ODFR in vivo. 23 '28 In a Japanese study on 24, 3 
